A 27-year-old woman under the care of Mr D B Paintin was referred for investigation of primary infertility and was found to have malignant cells in a cervical smear.
Registrars' Meeting
A 27-year-old woman under the care of Mr D B Paintin was referred for investigation of primary infertility and was found to have malignant cells in a cervical smear. Bilateral nephrectomy and renal allograft had been done 6 years earlier for chronic pyelonephritis. The patient had received immunosuppressive therapy from that time and, at referral, was taking azathioprine 150 mg and prednisolone 15 mg each day. A cervical cone biopsy was performed. Initial iodine painting of the cervix and vagina revealed an unstained area around the external os and numerous unstained areas along the vaginal walls and extending down to the introitus. One of these areas was excised.
Histology of the cervix revealed intra-epithelial squamous carcinoma with widespread glandular involvement. The vaginal biopsy showed similar intra-epithelial carcinoma with surface differentiation. Subsequent cytology showed malignant cells in smears from the vagina but not from the healed cervix.
The vaginal lesions were treated with 5% 5-fluorouracil cream. The lower vagina was treated twice daily for two weeks, using a I Present address; The Middlesex Hospital, Mortimer Street, London WIN 8AA standard vaginal applicator half loaded with cream. The upper vagina was occluded with a tampon so that, at the conclusion of treatment, a comparison between the two halves could be made. Subsequently, most of the upper half of the vagina was temporarily denuded of epithelium and was lined by granulation tissue, and was clearly demarcated from an apparently healthy lower vagina. Cytology and biopsies of both halves of the vagina showed no evidence of malignancy.
Despite initial dyspareunia, eight months following treatment coitus was normal and the vagina appeared healthy. Cytology has remained negative.
Comment
There is a well-recognized increase in the incidence of primary malignant tumours in patients receiving immunosuppressive therapy, particularly lymphomas (McKhan 1969) , and cervical malignancy following renal grafting and longterm immunosuppression has been described (Pritzker et al. 1970) . Although intra-epithelial lesions may regress, progression to invasion cannot be excluded. In the case described local chemotherapy was preferred to radiotherapy or vaginectomy in the hope that sexual and reproductive function might be preserved.
Intra-epithelial carcinoma of the skin (Bowen's disease) has been shown to be amenable to treatment with topical 5-fluorouracil, the response usually being vesiculation, ulceration and finally re-epithelialization. In our case there was generalized decortication in parts of the upper vagina, whilst the lower vagina appeared spared. This suggests that the tampon in the upper vagina may have increased the reaction by retaining the 5-fluorouracil. Despite this, it is felt that this cytotoxic agent has a useful place in the treatment of other cases of intra-epithelial carcinoma of the vagina. The case underlines the need for regular cytological examination of the cervix and vagina in all female patients receiving longterm immunosuppressive therapy. REFERENCES McKhan C F (1969) 
Girl aged 18i
First seen at the age of 131 because of short stature and absence of secondary sexual characteristics. The diagnosis of Turner's syndrome was confirmed by cytogenetic studies and she was prescribed a regime of high-dose cyclic aestrogen therapy: 0.1 mg of ethinyl oestradiol daily for the first nine months and after that 0.1 mg of ethinyl cestradiol daily for three weeks out of four. After 41 years she experienced four episodes of moderately severe mid-cycle breakthrough bleeding. An examination under anesthesia and curettage of the uterine cavity revealed a single large endocervical polyp plus abundant endometrial tissue. The histopathology of the endometrium showed the classical 'Swiss cheese' pattern of cystic glandular hyperplasia.
Comment
This case is of concern because it is an iatrogenic complication and because cystic glandular hyperplasia is considered to be a precancerous lesion (Gusberg & Hall 1961 , Gusberg et al. 1954 , Meissner et al. 1957 . It is pertinent because cystic glandular hyperplasia and adenocarcinoma of the endometrium has not been considered a problem in patients with gonadal dysgenesis until very recently (Cutler et al. 1972 ).
There are several reports in the literature concerning the development of adenocarcinoma of the endometrium in patients with Turner's syndrome treated with diethyl stilboestrol (Cutler et al. 1972 , Canlorbe et al. 1967 , Dowsett 1963 , Scott 1967 , Wilkinson et al. 1973 ). In every case except one the duration of therapy was five years or more. The average age of these patients at the time of diagnosis was 30.9 years, while the average duration of therapy was 10.1 years. These reports become significant when one considers that a review of the English literature produced only two cases of spontaneous endometrial carcinoma in untreated patients who had dysgenetic gonads (Gray et al. 1970 , Lewis et al. 1963 . Also, the mean age of the affected group is significantly below the mean age of 55 years for adenocarcinoma in the genetically normal population.
In our clinic, 12 patients with dysgenetic gonads had undergone diagnostic curettage. Seven received exclusively ethinyl cestradiol cyclically. The rest received a combination of ethinyl cestradiol and some form of progestogen in the latter half of the cycle. Four of the 7 patients treated with ethinyl cestradiol alone showed changes of cystic glandular hyperplasia. None of the patients treated with a combined regime of cyclic hormonal therapy revealed any microscopic abnormality of the endometrium. The average age at diagnosis of the group with cystic glandular hyperplasia was 22.2 years and the average duration of therapy was only 3.9 years. Thus there is an unusually high incidence of cystic glandular hyperplasia in young patients with gonadal dysgenesis who had undergone a relatively short course of aestrogen therapy.
A number of reports in the literature suggest that the prolonged and unopposed action of cestrogen may be associated with the genesis of endometrial adenocarcinoma (Gusberg & Hall 1961 , Vass 1949 , Jensen & 0stergaard 1954 , Wallach & Henneman 1959 . This theory of cestrogen induction is further substantiated on clinical grounds by cases in which there is a persistent endogenous cestrogen production (Jackson & Dockerty 1957 , Chamlain & Taylor 1970 , Sommers et al. 1949 , Andrews & Andrews 1960 , Dockerty & Mussey 1961 , Greene 1957 , Ingram & Novak 1951 , Mansell & Hertig 1955 , Larson 1954 . Moreover, work on females who had received unusually prolonged cestrogen therapy showed clearly the progression of changes in the endometrium from cystic glandular hyperplasia to adenomatous hyperplasia and eventually to adenocarcinoma (Gusberg & Hall 1961 , Gusberg et al. 1954 , Meissner et al. 1957 , Vass 1949 , Fremont-Smith et al. 1946 , Gusberg 1947 , Hertig & Sommers 1949 , Hertig, Sommers & Bengloff 1949 . The fact that in patients with cystic glandular hyperplasia the duration of therapy was less than half and the average age at diagnosis was almost 10 years less than in the group with adenocarcinoma further illustrates the adverse effect of prolonged, unopposed
